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[MM] %3SMffl%\ (biological response modifier 

s : brm) %mt*7-mM (bak«) mmm 
<7)^m *• j: 0 fl» h z b upv § * s * y -mmcommm 

*BBS**tfU U W-«jte>IBW1SfcJIK 

C D 3 ttttwapflfFC-f >"¥ i^-y a V Ltztk, I L 

- 2 *w«rrflaiL , &v ve 1 l - 2 m 1 f n - « 

1 0 0 0ig.fi/mlCDI L-2fc 1 000-200 
0 Sm/m l»IFN-at»15 dHB^JSItfr 3 I 
fctctO, (Daudi ) JftBUfitcWSWflafWS 

tt# 1 5 0 ff j§?JL~ -y MilLO y yjv&iftl Z t ifiT 

*4. 
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msm i ] ^mm^M uzmmmmmm 
CD 3 mamE-rcm ttzm. i l - 2 **ts«-c 

tmL , ifr VC I L - 2 &tf I F N - a TiSttfltfPW- 

* ; k t j: 0*6*1, /^r a ■mmmzmmmmm 

*Stt*\ 1 5 0»lfari y bJaJ:'C*4Ci:t1Mli;t 

h&sam (brm) (cko-cssttftswtdf^HinB 

[It** 2] ^^rVMB!a^m-|.«KWffitt 
4*. 1 8 0«Wfa-7 M2LL?»*£ k £f#ftk-fl>« 

*5 i tmmynmm ( b r m ) t j; -5 rssitft s *ut 

[ff*II3 ] (BRM) fci oTvStt-fk^tl 

£*7-|W. £ft»J (BRM) fc±-5Tvgtt£ 

-fl>il*5 1 Xli 2£««4«RWfc J: oTvStt-ffcSft 

[ff*Il4 3 £ft8WJ (BRM) (cj: oTvStt^Sfl 
fcr ff T«BaV/XJiNK«B*«. /3 -xy h';i/7 * 
yi4tit« cd 5 6 MEMinrt I. £ k SrtfStk 
■tl.Wl3lB»0»»J (BRM) fcJo-OSttfc 
£tl£*7-«£ltrfry J"**. 

[»*55 3 i8-xyh*^7^y*4S6*#tSCD 

&lf*54Kt&cD»»'j (BRM) t^tit« 

ft** 9HmBt*tf y 

[ff*Ijf6 3 £»SPJ (BRM) fcn 

zkimt-ti »*5 1 ~ 5 <w vfti/F&tmim 

[§1*573 £ftS8ffl(BRM)#IL-2fttfIF 

n - a x*fo h z k m m t ? * ti*5 6 imnMmm 
(brm) izx^xmmt^tiii^-mm^istivy 

[§!*iI8 3 ^MrbftWLlz%fflm*mi<ti$L 
CD 3 3 y Lfzm, I L 

- 2 **tS*ftT*S* t , fcW? I L - 2 1 F N - a 

tffiwtw^ £ k mmti-m^m i - 

>««0>ttW5tt. 

[ ft *5 9 3 I L - 2 **««W««*»s 

rFtff^nsi t &#s:t-ri»ff*iM8ie*8^sttft 

[11*5103 IL-2StfIFN-afcJ:*BfJ@* 
ia<0*SttflSH!S#» 10 0 0 Jjiffi/m 1 CO I L - 2 k 1 
0 0 0-2 0 0 0mt/m 1 CD I FN-at»l 5*18 

m. 



[000 13 

tt>t», St^^'Jf-(-^7^ (QOL) 
[00023 

[«<D&«3 *S385J&««IiKiHRKa<OJS« 

smim*® tz&mwMzb % z 1 can* -c . #s*> 
qo L*«u*i-sfto»w«^r %wsmt& j 3 c* 

0 T S T V ^ 4 . Jfif&atfcii ft l> ft^SS^iilRffiKJi 
[0003] ^-HUB*)** S ffl«*vSMJffl I 

•t. &MM*®m iirmt Lxm^tix^imsm 

tLX. yyTtoMfSHH&fS- (lymphokine activ 
atedkiller cells: LAK) Kffl^Stf^lS 
*>'P— tfy^^tJ: OftftStlTV^ (Immunology To 
day 1988; 9: 58-62) . Z^m^mMmii, 

-2(iL-2)kki L- . ^Sttft^ ixfciWIB* 

1 L-2k*tjg**rttS-f fcv^*ffi-r*S*«. M 

«*»feijy^t4HtLIL-2-C«»U SttftSft 

ft y w«R*ft#t i l- 2 t%£mtffi&&&v 

^(tumor infiltrating lymphocyte: TI L)fRffi**?R 
§§tLft(J. Clin. Oncol. 1989; 7: 250-61, J. Immun 
ol. 1989; 142: 4520-6, J. Immunol. 1991; 146: 1700 

frofc, 3gp|$SWCD8HHt<?5df5-ilBBa*flIffl 
•f^lEBMSWttT'jyyN-fiKcytotoxic T lymphocytes: 

cTLmmtmmt^mm^tix^KJpn. j. 

Cancer Res. 1989: 50: 337-45)*\ icOjfStgiJffffl 

cofBic c t L^mizmmm^t^comm^h ~> 

fto £M0H(biolagical responsemodifi 

ers: BRM)JSttft*5H«B(BRM activated kill 
er:BAK«»a8fiK-3V^«K!f (WT r MfHj k^ 
•5) tTV^I, (Biotherapy 1998; 11: 241-253) . ZCO 
B A K«^ii. SIWII*^ U y^°«2rK "9 

ihu mMzmmmizmi-zmmwRi. %m 

ktioT. 3S«cotiM&WJt. 4 ftS«5r« 

■thzuzk*). imwzimtim&Tmvmt 
[00043 t y wmn&wkttL* mmmmcom 

miZhhtAWsiimt^TmmU^r^-a cell rece 



Ptor: TCR)fc»i«j8*i:r*fW**9s a &mil 

or histocompatibility complex : MH C)ffifftt T"£> 

dmt b i, fcT U y^°Kfc««±TC D 3gea-a* 
t^*fe^(CJ:oT*SM^ TCR-CD3S^M 
®JjW*ii:**ttfetlTV^. «T»tt0)fii;CD3iiittfc 

i L-2te£V)mbfcmnLAKmMmma/3 

uztb, mm & § i $ s-r 1-. «/3 T«a«±ia«(7)^ 
£&im*ejfcj»jfi£fc:*t ix hmmmm^t 

*>. rSTimZWiU ^<7)fflW*vStt2rBRMT- 

mmm^mm^i t&iz. mmmmmmzmw 
[0005] **ictsvYc, mmmmmmzm-tz 

^9-SStt»iWfeWft*fc:tt, *>^tto!5tCD3fi; 

ffltt&C D 3»^ffl^tIIlt U W«*fcttfK 0 
rJTIKNK 9/1^5-) mS&tttlX 

v>*. ttz^-mm^i. BRM-Sttftr^TIMjjt 
»t^fW^l(IFN-r> TNF-af) £ 
4£U .TflMFN-r, TNF-atfBAKfflJIfitfD 
±B*ffl»PWFttlM r-;M>1lT'&l>^k (Clin Can 
cer Res 3, 633-643, 1997) ^ CD 5 6B§tt (CD 5 
6 + ) Wi±CD5 6Htt (CD 5 6") fflBBJ: 9 i>3Sl^ 
iffl» ; KStt£ll"t4 <I k (J Immunol Methods 136, 1 
-9, 19%) fcttfcHftUO**. 

[ooo6] mmzh^xM%UzmLW4y<nm 
&mmxh& BAKwrnrnt* HSftSfutffic d 

3 fiifk IL-20IFN-a "CfiSttft Stlfc u 

fc I) W«f< C0C D 5 6 mfflmfrL>ffi&ZtlX& 
"3 , C D 5 6 UttWM H C -«ttfl^5-lltt 

pS^t . n k «{iista^iw$ wt^f-t 

4 i^fS£&<j&»«*tt£$ww-4 cd 1 6 + co u y 
^tatk UTjais/i. cd5 6suw>*ikc*^s-o 

D 5 6*NK|BMis CD1 6 + CD56-NK«j;0 

m^mmmm^^ix^h. cd5 6Slji{2mh 
c -nmrnBsmmt^iitirti c d 3 + t y vt* 

tt, r*l H CD5 6*MUB±rffT*CD5 6-|aiJ:«3 
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C D 1 6 Kif«<7) o *> t\ CD 5 6 E§14iS»*ft 

ta» vvjf 7 -natch tzbh^ztix^z. § c 

DSetSJIiiWgllMS*^ (neural cell adhesion 
molecule: NC AM) fcPMMtC*9, .TOttig^ 

NC AM(i, Wmm±£5W I gG««IBtt**rt- 
4Clki>*n«vC^4. 
[0007] 

v vc«S UfciffEB A K««Kliai:Mti) 

BJKDfgMfi. BAK«MSS&«^£J:9fty>4; 
k £ . * 9-ffl^«t«tt^«^ fcfifc . B 
RMt <t oTiSttfeSfifc* ?-«B*#tf y ^tsw> 

y >mcowm&ittm-th t 1 1 & 4 . 

[0008] 

[fSH£jS8W-*fctf>tf>¥a] fyfBBAKM&gge& 
fcfcftS B RMti 4 U y^TfffitfOr TifflSat N Kffl 
mvmMt. I L— 2 * Jnife«fi*T3K» 2SP B 1i§» 
L . SftiC IL-2fcIFN-a -CPfSSttflrt"* - k fc 
.fcoT&Sft.** 1 , BRM£J;4M1M^fr£&#t 

fc b a KMjR£6tr y yAWfi feits z b tfbfri 
fc. BRMtj;§vi5tt^BiKi; 1 9itJn'tl.CD 

Lfc. ^LT, 1ute«»W^L<«#^^BA 

QOL«rtLhK«-f4ii:, IJfWSr^ 

[0009] t**>%*»»4s 5ftHI**»6*KLfc* 
a«^Hffl^ffl;CD 3ffi*cO#4TTm*L^f*. I 
L - 2 **«»T*S« UiKV^TIL-2ftlfIFN- 

tiktt»ttfc«4«WW (BRM) tcioTvSM 
Sn*#9-«St*tfU^<« (IMWl ) ^ 

r ^ aiffliet^n-sffljspwiistt^s 1 8 o mm^-- » 

MjLhT* S ^ fc ^#ak-tl>» *JI 1 fB«0»S^J 

(brm) k j: ixmmtztiti* y-mmz-tts y y 

(||$«2 ) »»»J (BRM) (Cfc-oTSStt 
ftStUfe^^HMB**. »WJ (BRM) tiotvS 
tt-fC^fi/c r * TiffllKa^/Xti N KjfflBT* 4 i k * 

^pmk * awss i xii 2 iBtso^w^jt i ~> xm 

lk1$tifz*7-mMZ&tsV>J-<M (if5f<3R3 ) ± 

Men ( b r m ) ic x o r jsttfl: s r * tmbrv 

/X«4N k«^\ /S -xy ^ y«±te* ^Tt4 
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C D 5 6 RttWMBTfc h z. b * b -t & m& 3 tm 

commm (brm) kz^xm&ztvk^-m 
&*tr y ( mm4 > *\ /3 -x y * yjt 

i z bmmbt mmmmcommm (brm) 

t J: -5 Tffittfl:Sft3fe^9HlBB*-frt» 'J Wt« ( II* 

t i-imm 1 - 5 «v Yfffi*«*oai»WH 

(brm) *= J: o T«Sttft:S tut^ 9-*BUtt*-*tf U ^ 

m im%6 ) fe«*BPj (brm) an l-2r 
if 1 fn-« ~c& %>zb imtb-tzmm 6 k«<d£ 
mm (brm) fcio-csttftstifc^9HiiBt* 

tfUW^(ff*iM7) KBW4. 
[0010] *fc*SKBtt N 5fi(BJfc6><9^JRLfc*aai 

Ufctt, I L-2£W»frC**U *WCI L-2A 
lHFN- ff TJ5f Sl^iaSttftMffl't 4 1 1 £ 1- 

§ f*#B 1 ~ 7 v ti^iatfecovStt^ $ fut* y -m 
m^tsvymvmiknm mims) il-2 

a t -f h W ^H? 8 iE»<9*Sttfc $ ft* * 5 -« £ -t tr 

y y^mcommm (ft**! 9 > 1 l- 2R# i f 

N-ati & J5fgl^lBI«^Sttft«a* J , 1 0 0 om/ 
m 1(0 I L-2fc 1 00 0-200 0#&/m 1 CO I F 

n - « t» 1 5 #m -3 mmmmx-fo * z t mm t 
ts y yjvwmjjm (mm 1 o ) kbw-s . 

[00 11] 

tl7tdr5-«S^tfyyA'«ii: s (Daudi) 
?S«mtS WtW£tt*U 5 0?WP-->y Mil 
_t , # * L < li l 8 0 tfflBa^. -x h J2Lh"C* 4 £ k t ft 
8iU ±IBBRMtLTi±*ffiJ4lWSSa (PBM 
C ) fcftffi IX f<0li»fgtt t K£> 3 £ fccDT-fctl 

•^y^M b^y»£ffl*l-&ifc#-e^ ft* 

WIC, IL-2^IFN-af|f!«It* ! tl^. 

, jjjjjgjftffljfi (c pm) 



[ o o 1 2 ] ±.m?-mMb ixit. mmmm 

cOT'ii^vW, jEJBWfi*fl»t*ifc i &<, 8MB£ 

mmmzm-t^y-mmbix. jmwwc, tc 

Rr^i!^W1-4r^T«^, lgG»©Fcgt 
^^tl>««g£ftfc LT*n«U>CD 1 6H 

xmmtmi-th n K«f»fj ; t . 
ififea+Tt /8 -xy YtV7 4 ym.m*Gth c D 

D 5 6HHtcONKifflia*«*4 
[0013] *W£aBRM£J: ^TiSttftSilfc^ 
-«^t^yy^«i:t-C(i. CD5 6flttc0r5T 
«S^NK«#5 0 %IH±^StroM> y y;W, 
»v^»ft#SWIWKStt*/8 -xy»7 ^ yH£fc 
J:4QOLiSPlK0^»fe#*L<. vSttWlfc 
I FN-a^c04»ffl (BRM) 

[ 0 0 1 4 ] 4 ft N Mie r ?tft|i--y h j JililTcOi 5 
fcSH^flfi. X7x^^-WtCr5^coKWtt!ft 
Rtllli^tl^^^T «X(2K 5 6 2*H^c0fIW 

wog [«s»aj«(cpm)] fc. tmmmmzm<o 

&*t&£m*ffiM<ri*. [ft*Scffi«(c P m)] 

■y?/59yp(c pm)] t SrX^.? h;^yv^^y 
MttiiWU ^ (»l ) fci Oifcftaj* 

l^»|aX 7 hii, 1X107C0X7 

x ^ ^-wBs^flwiB** t<oifcaaj* 3 o %mm-t 
&wmm<QRbix$it>t>tL&. Ltztf^x. imm 

a-7hil 1xio 7 cdx7x??-M#-?-c03 0 

%mm&z b &a»WBiKR**ift-r& - 1 

=5:4. 

[00 15] 
[$UJ 



Jtttffl* (%) = - 



' (c pm) ■ 

[0016] ^EflBRMfcJoTSffiftSflfc*? 
Sf4 i fc A*T# £ . *fgJt*»fc#«LfcP BMC * % 

t§«nco«ciasu^siig-fkH:c d 3 sittKofiqtT-? 

»J<WiCD3 (WfK) ffySLCD3tmb^M^t:fm 
LX, W=CD5 6IHt<0r»T«BBt*faH»rt«Kft 
«WCI L-2***S*CJ(«U T«^>N 
Klffi, #t C D 5 6 H'ScO r s T«^C D 5 6 Utt 
cONKrfflE^iiM^^cf^ IL-2, IFN-«#C0 

brm^ *xm%Rffi&numt& z b c «t o #s 



-A-^^^yh' (c pm) 



x 1 0 0 



rfytjy K ( c pm) 

•It -tLT. ^Oid tL"Cf#^fL/^yyA° 
L , Stt^b»(cfflv >fc IL-2, I FN — a 

0 «W*vStt^v^ 5-«2rltrt? y y^t»*#* 

[0017] ummmmb ixit, r^f < mm 

ha±.b%z>wmxfotnm izmmztih *> <dx%< . 
^ffl-ri, b RMcoaa • msww^&s 

«itf, SttfMCBRM 
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tlX I L- 2 k I FN-«*MV^**^ICOV^Tj*ffc 
WK:IPJ3-fl>i:, 1 0 0 0^{4/m 1(7)1 L-2fc 1 0 

0 0~2 0 0 0#fi[/m lcOI FN-aTfal 5#|g|<0 

SttttICi 9 . ««^f«W«t^1- 
§»]«*vS'[x# s 1 5 0«S?i~>y hSLkbbl V 

Z 1 h . ±15 1 0 0 0 #fi/m 1 <0 I L 
- 2 fc 1 0 0 OJfift/m 1 <?) I F N - a k Srffl^S* 

1 0 0 0#{4/m 1 CO I L- 2 £ 2 0 0 OWm 1 CO 
I FN-at»JkSli, «Sll^ia*l 5^i>3^ 

[0 0 18] ^LfcfflBfciJVvCMU 1 0 00#fi/ 
m 1 CO I L- 2 £ 5 0 0#fi/m I (01 F N — a i T 1 

A 1 3 0 jfflSPar: -y b co/7 r -f 5iB«^c0fSlft»;: 
»^§«W*MttU>#^ti&^\ ±fE<0 «fc 3 
1 0 0 OWm 1 CO I L- 2 fc 1 0 0 0#fi/m 1 CO 

i FN-ati 5 ^sttttwi-f & fc 7 h 2 

0 0 £Lh«*»ra«) yw«, 1000 mffi/m 1 co 

1 L- 2 fc 2 0 0 0#fu/m 1 CO I F N - aX' 1 

isiiflaiHW-* fcjHfa^-y h i s onxmxmnv 

Z.kWX'ZZ. ^JpfcHHSME 
IM&oX o fcAS <$Z-ikthwm&frxm^iiK B 

RMfcJ^ffittftS^BAKWi, SM)2 0%cO 

cd 5 6 ^tt« znim wir&v ^\ 2 

■ ifctioTCD56 HSBUS^ 5 0 

S W± 5 o mJhfcijji.fc,r fc fa fco-Hfc#i £>ii 
6. 

COO 1 9] 

lesiw 1 t b AK«B8Stt&a»fc y y^^Kjg] 

(*m ) b a K«l!lS8H££iSW>fc y y^°3»coSiit(S. 
jar«otmt«fiffltfc. OKT3^n~^ 7 
r-v^-af-tf/K T^y^) *^»S§tL7tSiCD3 
ty^n-t«ii ^y-teyfM) (SCR) *»&Ha. 
U:fctf>£. af5^»X^H*T-*5iL/tb h I L- 

2 ( r h I L-2 ) (**) frbmXUZ 
fac0£. t^I FN-a(i, ffiSSIR (AH) A>4» 
fltAL£i><0£, «i**UHVtf:. 

[0020] ( b a Kmmmzmtz y y^cowK 
m) mk<rmffim&%»bmLi&mto.2 0mi * 

$Ht<350xg,25#)l/C, +Hfc»Kfc*-»t 

y y^°«*^o*ttm«sw (pbmo b#*#jk 

Lfc. #£>tl7tP BMC 3 — 5X1 O^Ifc, 10%cO 
t h ABlMf k r h I L- 2 £ 7 0 Omffi/m 1 

3 0mlcORPMI 1 64 0 + 7igfift ( BWSoE^Sf 



389rtt$?) (cflnifcft. StCD3fiEf*rcS[«Stut2 2 
5 c m^^t75X3tf y^fa^h Lit. * 
\,vf\ 3 0ml<0PBMC^±|B77X3t»L.s C 
O 2 #ffl^T37' , Cf20P^»L, §^>fcRPMI 1 
64 0 + 7«*ftS6 0mlJHi, Sfetl — 2B«»U 

[002 1 ] tg»Sr 3O075X3fc#^HS*tt«l 
»2-3Bmfc. 17 5m{i/mlc0IL-2t 
2%c0t h ABJflLit Sr#tfHyMedium930B-10 (-7°n|± 
■) iy>yh/^t?^X®ittcOA'. y ^^L, 2~ 
3 BmimiX 2-0<»i^vnz.m. £ft£ S S>fc2~ 
3 BB^LT4o*>A-yn:4H*fc. $«f«xy 
F h dp x y r y * t ffv ^flgico*^ £ k t OSS t ft 
ft. 1 0 0 0#{2/m 1 CO I L- 2 fc 1 0 0 0#{3/m 
1 CO I F N - a fc i o T 1 54fflfi§ttfcjffil£ff 

o . i %cot br;P7'S yZ^titm-Mi&k^xm'L-ft 

mth^k\ t Z£~>X2®mi. IL-2M'IFN- 
a£B|c£U flfeftTtO. 5~1. 0X1 0»«>J^ 
*Sr2. 5%c0hhT^7 , SySr-^tf^aAJS*2 0 0 
ml^Olftj^N'v^KAiTJt. £<00. 5-1. OX 

1 o 1 ° co y y ^ \W\ i hjcob a k«ss ttsv 1 
mfrvxwMizjmik-$%tiz>MX'h&. 

[0022] 3?jt&«2 

(tSS«0P») IL-2tIFN-«»«« 

a^tt ( i FN-a«tK, vmmffi) ko^xmtb 
fc. BBwaM:cD3a#«si(cK< i l-2#stt-o 

2 3IPBl£Oit# • tM»cO PBMC^, 1000 *ffi/m 
1 CO I L-2 L 1 0 00#fi/mlX(i2 000#fi 
/m 1 CO I FN-af, 1 5#HXIi3 04HSRStt^tSft 

-2fcIFN-a*iRilirt6£t i Sr<, 15^P B Kydf 

v- 3 y Us i> co Sr fflUfc . 
[0023] ( «^WSttcOiJSg ) ±fBStt-fMat 
i Off <5>*lfcX7x^^HHB (2X106) 10 
%cOt FiIll}fSr#tjRPMI 1640^fllml ItAtl 
tz2A^ ^}V^mTV-YX'^ >^^<~YLtz. 3 
7'CT'2 4 S^-f y^r b Lfcft, I7i^-| 
9SSrRPMI1640 igttt" 3 WS» Ufctt . 1 0 %^ 
^Jt'cf ( F B S ) ^#OR P M I 1 6 4 Ot&MzW&Wi 

Lit, wMmvbhWTtim*. o. 5m 

lcO^O-k&^hy^A (Crss, JtS'tt5mC i/m 
1 ; ICN, CostaMesa, CA) Srffi^ 3 7°CT9 O^ffltll 
Ht, 1 0%Wl»^tfRPMI 1 6 4 0tgJffiT"3 

EBfev\ Srtv^ttfcSSSt, 1 x i o ( /7x;W 

7V-h (^fyf^ >y^yyy5*'?±S) tm^co 
tlfl^iBMlS kfthi. o tanifc . 9 6 ? x ivumru 

- h * 5 0 x g TSlWHi L . i^^*^ x /W>£> EUR 



LX^? VlVlfy? fi*7V9- (Packard Instrument, 
Downers Grove, IL) X\ flWWK*>&;ftajS*l$;8St 
ttWRcO* [ffl£ftajfi(c P m)] Itm&lt^ *fc, 

mmmmm ^tfitzmmmmcom immm 

( c P m) ] mmMMZ 3% h U h yx- 1 0 0 ( 

-?as ) y=3f h ifcmzmaa. ik.zix. 

(Rl ) J:'3*tfi^Jtgca}W3 0%fc^l)gW« 
D««»l0«tJi». l o o ofgbTiH 

[0024] mifrt>Wt>fr%£?^ 1 000#fi/ 
m ICO I L-2t 1 0 0 0#fi/m 1 CO I FN-afc£ 

fflv^-c 1 5ftm%&wmwzi>cD, m/, 1 o o 

fi/m 1 CO I L- 2 b 2 0 0 0#fi/m 1 CO I F N - a 

1- 1 8 o gfia v 200 ia±-c* 0 . 

TSl^HWofc. 1 0 0 0#ffi/m 1 CO I 

L- 2 fc 1 0 OOWm 1 X(42 0 0 0%®./m 1 CO 
I FN-ai; fcfflWC 3 0#IS«ttfl^SLfct>«>tt, 
1 0 0 0 Wm leOI L— 2c0^2rfflV>"C 1 5^X 

(43 0 timvs&muz i^cot m&comssmm. 
n^&Tis^smmmitzhcoizitKx 

[0025] mmM3 [ >J W^cOtg* ■ j|j»Krtt&tf 

(TO) NK«, «/3T«, CD 5 6 

y^v-T^— b ( F I TC ) T11-fiL*:F I TCfitC 
D16ty^O-t/», F ITCJiTCR«/3^y 
9v-1~imVt, F ITCijtTCRr^ -E7?n — j~)V 
K*. 7 4 HJy (PE) T^ISL^PESiCD 
5 6^yyn-7^/I/Si#;£JflV\ Z.ilh*tJ9u—f)V 

^(OTtfeco^U ^y-?nn7 jfrSmmmc 

d 3 fft*av p e wm& i fn— r^yy n—nns 
m<?hyT< v^yvyfrmxLtz. 

[0 0 2 6] (7n- <M r-^HJ-) 
*±T"3 0#fPM<OF I TCXiiPETlIllU^y 
y n--W^EflrcSfefe Lfc . ttUB^HNRfc?: y y n- 

-f^aftt 3 o^ra*±tM y* h u <%tz^R 

PMI 164 0T«U Ztlfrt>FITC%&iLiz 

W(ab' ) 2 mvVXj®&7u7vyin l tkX\m7 

•y h&gynyy yfii* (Cappel, Durham, NC) £JBV^ 
TJfefeLfc. SSfeLfci^^«lfi*2Bli!6i*U 0. 
5m 1 <0&7tV>RPMI fcWJSSjSU FACScan 

7o—t-f r-y-y- (<y hyr-f •y^yyyttS) 
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*#-f4 73yhn-^i;LTfflV^ 0 IFN-r41 
ttr<5-T«f&(ifu#(Biotherapy n, 241-53, 1998) t 
EttLfcfrffii:|B!«7n-HM hy h >J-£ (Flow cyt 
ometry) fciOSIStfc. 

[0027] (CD5 6H'S«i:CD5 6lltt«cO 
**) ( P BMC ) frt,^ C D 5 6dtt 

&t>'CD5 6Htt'jyA«£, V^yat'-X (Mil ten 
yi Biotech Inc&gf) £fflVVfc>(M -fe/I^Vl, h ^CO^Tffi 

(Geiselhart et al. Natural Immunity 15, 227-33, 1 
996) fCfcMWLfc. IWIClWtiltf. 7^3-^ 
-A'-y (Picoll-Paque)^JK^ffi^^a&t J: 0*ffi' 
JM»fcPBMCfc4HtU ftfetLfcPBMC«f<?5CD5 
ffiCD5 6fit#:tlS^L^!S^v^yn 

tottrntmbLXtimztti:. iix£><ocD5 6[©tt 

C D 5 6|»tt»OfcGj£(4, F AC S (f lucre 
scence activated cell sorter : IgffiS&ik-bJW— 9 
- ) ##ffc j: 0 * 9 8 %T"*> I. i b ifibt^tz . 
[0028] ( I L-2#ttT2iiBc^«{CiiCD 
5 6HttM^cOJiJD) f*IB-tl»^3^§ai»«m« 

3&frhj£ffito.m<rnfct>t:<ommmLi. il- 

2 ^ffiT 2 HQ!***- 1> 1 IBUcO^f'vSttft^ 

»cOH([f*fcfc{tl»NK«, r^m CD5 6H14 
«cotMJDtov^TH^c„ te**02C^. H2K; 
^Sft4i3t. ,§Wf l££wai. rSTilJ: 
CD 1 6|§tt«cOM«^g*tJ:-oTfMJPL. jg 

#1 IfcfcV^Tii. CD 1 6^tt«c0it»Dt^i 
tcOffi. C D 5 6Hfc«C0i!tti^Tc0,t#^V^^ 

y) {4CD5 6»ttrffTiNI)fis CD5 6fittNK« 

^cocd 5 6HMtifflBB3&»fe=5r*i bittoH*-?*:. 
[ 0 0 2 9 ] t fc. »Jfi0iJ 1 ttJfti I L- 2#ftTcO 
2iiiacOig«ti3(tl,#^#cO$iflJSW«Se^C D 
5 6 gWMCaB'tif^l^I^, WW 

i}T<mmziNixK- 5 6 2mM*m^&&m9m 
M2bmm^ff^ mfk*$u&*t. $tw>t>. * 

14, i«W-*iftJmK*ft»S-li:* ^ fc i«ffi tv^ fc 
BAK«^tt*tt«<o#4±#TT^»t-|.t. 
K— 5 6 2MSS (NKMflacOflW,*) m 

[0030] 
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wmm® 




JM(-)BAKMA 




smmm k-562 


258. 1 


5 7. 9 


eSSxzyh) Daudi 


1 08 8. 1 


6 5. 8 




39. 9 


9. 7 



[003 1 ] (0-xvi*/i'7'fytf)aiW:BH-4ffL 

*m» 2 o d 5 6 mtaijfi**ir**a t , 2 an 

ig*tl)tCD5 6li14W^5 0%tCltJl3t. BA 
KfflJS«^< ttC D 5 6HJtt*MB?&4 i tifbfr-o 
fc. HmttJ^Ts CD5 6[©tt (CD5 6 + ) 

«IlfittCD5 6tttt (CD 5 6") «J;9k^« 

7 < y^N K«vStt£ltM U N K«&tft b*#f 

T\ C D 5 6 -iy K/U7 4 V ££4rt£ 

[00 32] ( 0 -xy Y)Vy i vrtjtWK) 'J 
0%m±M$<n0 -xy F/t-7 4 7y^A77 
yfe>f (R I A ; INCSTAR Corp. ttS) £«J; D^#t 

?t. %*±mtw*m/3-x>W7 < >&mt 1 6 

- 2 4 «ffi4 °CTM y# r- t . [ 126 I ] T7 
^L3t/3-xyF;P7^ySrSPX. 3fetl6— 24 
B#fSj4 °CT*4 y* b Liz. mmF&titrP* 

om^azx^tz. *<n 

mm 7 6 0 x gt'2 *4)±a*i# 



m^m-Kmrni tb^-iy < y*t- 1 o 

0%T*»K xy^7rUy(enke P halin) s ACTH& 

w<vru -y y y^tii o . o l mFC*-*fc. 

[0033] (CD5 6^tt»CO/3-xyH^7^y 

<ae£) c d 5 6mmm/c d 5 6 mem, m 

&?l4 9n t-Xffit i ~> T*fiflMM«& ( P B M 
C) fr&JMtLfc. <KW. 2. 5mlcDl 0 6 «£ 
RPM I 1 6 4 Ot§«l*TJfiL>fS-man-&-f fc 1 6 15ISU8 
*Lfc^*±actittS /3 -xy F/l/7 y£. ttrfB/Q 
-xyK^7^y^ffi£fcj;Dai£L^ 0 !§H2:«I2 
. It 2 tewSft* J: 0 \z s CD 5 6 SMBBIfi^ft 
*«8pg/m lo/3-xyh*;P7-f y£ji£L7t. 

10 9 l<7)CD5 61tt«<7)«^, 20n 
gO/S -xy H;k7 * y#£S£ixl>.r fc . 
a^cohb««*c7)yS-xyF;P7-f y(S5. 8 + 
1 . 1 p g/m 1 T'S> 0 . #&BJ!WB AKfflJSafffifcffl 
V^ilS BAKIffiCi -j-C4itSft.4 /8 -xy fW7 
-f y{42 0ngk^|.cOT\ 4ftKt-jT**W*fcV^ 

[0034] 
[*2] 



tU(T0V2.Sal) 






<S P g/Bll 


CD56 KttflB 


<5pg/nl 


cose uttaate 


8pg/ral 



[00 35] _hfE<0 J: 3 ts CD 5 6^tt«i: C D 5 

6?mmmtimit^^ cd 5 6NH£hbo»^ 

-xy K;l^7 <f y £ t ZWbXtyhMz I 

fc. CD5 6^«M4^«If«NCAM£i> 

K*;i/ ; eytfO/3-xyK^7-fy^st-ti»<r 

£>, tti"M-xyb7 l) y(neuro-iimnune-endocrin 
e : N I E)»Clff«Wfc:|J84-f ^KWN I E« 
T»* <b*ll> o C D 5 6 

N I EMmTbZ>ZtteZtLtX£<%ltotlX^%fri 
Jt. £<0J:3^ CD56g«K±W-xyF^ 
7 -f y<D£jtiiB AK«BWi6teJ:oTlliB8#i4-3t 

fart- , ^ -xy f;i^7 -f >wmznm%m ■ mm 

m^-f 0 Ltzifi^X. BAKWSStjM«>T2-3 



[0036] ^»J4 CB^it] 

*«hb«o b a KfflHB^ttSrSftfc say y^°€2rfflV ^fc 

S. IWItfiv^T, I FN-r4*tt<0r*TWflS<0»l 
1 XHT««ttj3WMH4 B A KMR^O*i*(c& 
fe=5rv^t*»fe. *T«*»«I FN-r41ttf)r« 

I FN — r &*tt*> r * TiWftOfJ^t^tfc . 
[0037] 
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14 SI 


% n 




mm 


l FN-r^t±r6T«aS 00 




Sft 






m 


8. 66 


2 




45 






3. 81 


3 




43 






13. 4 7 


4 


£6 


50 




y>/iii 


5. 36 


5 


£tt 


52 






5. 15 


6 


*tt 


62 




t 


5. 46 




AS 


63 




-nan 


3. 94 


8 




62 






1. 41 


9 


at 


52 


smmm 


m 


15. 23 


10 


m. 


61 


mmmm 




1. 84 


11 


m& 


54 




raft at 


5. 79 


12 


m 


38 


mmm 


ft 


8. 05 


13 




69 




w 


2. 96 


14 


m. 


39 


mm 




mtr 


15 


m. 


55 






1 1. 46 


16 


m 


46 


m 




6. 77 


17 


m 


66 


m 




3. 48 



[00 38] ^yyt-M,Yay^yvk^-x.Xi?h, 

s«*»BAK«5 1 titm^Xft 1 @X(i:2a 
IHte 1 EbSOait It:. B A K«^«ISa^lS4 
Tfit. r^TcOjt^filWfi® (performance status) (i 
^y7Xdf-J|g-C8 OXJaLh-Cftofc. 4fc*4K 
^S*rO^J;3^ 23IIBI«*f*ii:t:J:oTji* 
1 7 A£T<7)P B MC^COC D 5 6 »tt«£b&*ii flUt 
•5 £fc BAKIIM^R*, 
I LTcO^&gWJttSttga ( I AP ) fctfQOLV- 

r^@3 £5*3*16.1: 3 te, fcfc*«v-;&-fiS ( IA 
P) a*JWiiUs»£r fc, £T*>*ttf>QOU»|JM: 

ttircfciiwwsftfc. H2ic 
(cd i 6»maM) oj&aflt&DLfc. w^)«s»aw) 
aj4*s:affT*-5fc (03 ) . mi o 



t/CD 5 6 Htt«?»itiflD U: . #* 1 0 

QOL*»l 7flJ2UJH*TSfc£fc**l/0** (0 
3) . i<0jB#{±^MK»ffiWiBS&Ufcai8^«, #w 
Lfc»3 0 flttfcJEt Lfc* 1 , JEtW 1 flfr*?£< O 
##*SS»K#SDLTV^. H3fc*tJ:afc:. BAK 
IMtiaKWII«f«W)fc«>"t'* fc<*ofc7fl,#95 

2fcjS3*l*J:dfc, JSWCioTNKWB (CD1 6 

8 ^&^i^%^W£Wmz^t^X V BAK 

fc. 

[0039] 
[«4] 
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m 

M 




(lig/ml) 


WW7 


mm 


<om 


mm 
its 


1 


+ 


1 000 


ao% 


5 




4 


39<5£) 


mm 


2 


+ 


1170 


80% 


4 


* 


2 


37(563 


mm 


3 


+ 


540 


80% 


6 


* 


5 


33 


mm 


4 


+ 


360 


100% 


6 


* 


3 


24 




5 


+ 


420 


80% 


6 




2 


21 


mm 


6 


+ 


450 


100% 


4 




4 


20 


mm 


7 


+ 


860 


90% 


6 




2 


20 


mm 


8 


+ 


520 


100% 


2 


* 


1 


1 9 


m 


9 


+ 


860 


90% 




war 




199B3 


m 


10 


+ 


900 


80% 


4 




4 


170EO 


m 


11 


+ 


770 


80% 


5 




6 


1 6<5ED 


m 


12 


+ 


580 


80% 


7 


* 


3 


1 3 


mm 


13 


+ 


480 


100% 


4 


* 


1 


12 


m 


14 


+ 


520 


100% 








46 


mo, 


15 


+ 


290 


100% 


6 


-► 


6 


37 






+ 


330 


100% 


4 




3 


31 


mtb 


17 


+ 


500 


100% 


4 




3 


18 





[0040] 17 x&x<r>m<nmmmt*))vjyx 
*-?>mx*s o %&±X'h o . «^p{4 2iiiafc i mo 

M^rtl^L/t. ##l~7&tf9~l 

ft&m^k-mztimm?h-ofc*K 1 6jua±tc 

HoTBAK«ja^*»tfc. £*U4, BAK«M 

MBM"*. £ft&#*l~7fttf9~13*>*t«)» 
ffifcftflf (CT&tf/XttMRI ) tiiltf. S<9 

(DBMcOfiWlWB: (performance status) {is %)VJ7 

itim o %a±x% o , ttssaoQo l» 

c o o 4 1 ] ot^«t i^mfemmzmxti 
AwmmmLtz^^ 

(CR), #S*ffl^5 0%filliralt'h* J 4jiiaJSLhl* 
r *S&J (PR) , 5 0%*» 

«/J\ Xf£2 5%£W«W43lRKlJ^l,3Wft^fc 
(NO, «*BBt^2 5%JSLhflt*tfc*& 
& j ( P D ) t IX H 0 , HflUJWW)** 

S§fflfl##£LT i>9JftW5r< . QO LtfjitffSrlfllS 



vvfc*. BAK«^O^SWS»i:LTffL<P 
R N C OStfimffi** 5 5 0 %*i»k Xi2 2 5 % 

&l*|tg*#6 *-^Ja±K<«^k rjwpraEj ( P r 

olonged NO £in£fc. flniJtSf- 1 

-l 3cos#^H^s^a^s^wsis*s^4K^ 

t. **«H«^S* 8 &tf #f- 1 3 ®£#(C 

0*CR*>fl»*2flL #^l-7at/'l 2«a*fcO* 
prolonged NC*5flW*8«i:49 . BAK»M«I 
JltfiO-WIBIfcfcofc. *fc, #-§"14-1 7C0# 
«<7)ls^ ^Wfcftt B A KfflJBf&afcff o 4 £0 
**(C-3V^I4. fflSW)*|V^BIIK(«*fL*h.4 6, 3 
7. 3 1&tfl8fl«VVfc. ZVZtlt. BAKU'S 

[0042] H4&7>'03«t h^MSgWSOttSttge* 
(IAP)lih 1 -Mtt«gaft<0— 3T*> 

0, 3Bv-^-ga*T*6. I AP^A«?SJK(i^' 

tst h i APmmmm^m-mMtmimizx 

OilSLfc. flWRS^fc i APfcJflvvfc«HI«i3 0ju 

g/m 1 1 5 0 0 // g/m 1 (VfflX'W&Tfo^tz, & 
tz. $k4mM3*<?>7 3.-XX>T-)Vt&. H4fcS 

± d te, IKr^fcA- HilWHWc*^ 1 o 

it A - F L X V ■> 6 . -e (Offite A - H *s»v MUM 
fcl~l 0^#-t*%$fLTi3D. l**ftfc^v^-h* 
T* 0 . 1 0 lift t, ^ < iA— FT'* !> . iaK'ff* 1 -! 
tih<m&^LX^M\z r£;Kfe«Mi**W>*IG* 
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mti. 

[0043] 

[SHU****] =WWm»«H (BRM) tioTSS 



[01] I L-2k I FN-afcfcffl^fcSttfltfSfflfc 
**. 

[02] *»i*i0 y 1 l - 2 ttTfctg* 

Lfcfc#<DNK«US. rffTidfi, CD5 6fitt«0 
[03 ] *»^U WT**Jfl^T»«Lfc*t*»5i 
[04] Q0Lfcwe**fcftfcJBvvte7x-x;i$r- 



W ffl 

ll-M1000U/i»l),15«- 
IL-Z+IFN-« (1000U/BI). 15 *f 
IL-Z+IFN-a<2OO0U/»l),15» 

f L-?(1000U/Bl) . 30 «■ 
IL-Z+IFtl-ot (1000U/Bl).30» 
IL-2tlFN-ai(2OD0U/(Bl),3Q^ 




©@©@© 
©©@©i> 
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